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*m m m 

mm® 

(ppar tmt) rzf-xK niztb ppar T3-x h tbxmm 

^;i/^^rS/^-AJfJB3lfStt<b§^i*:(PPAR)lix^o^ 
5c/., 1992, 89, 4653) 0 C©f*l PPARa ttJUJWKcD^'fbieoig ^jff- 

i*»i*c^*iT*!j, #izBtmizis^zm%miJ i mtb ?> ti 

(Endocrinology, 1995, 137, 354), mffimvttM^Mffoftm&lzm 
It^lfi? (flitt^S/^ CoA6£»jR x fliJKK££* >/i*M 

MlX^Zo PPAR/?tt#jg«B!S€*'C>i: LT£#i*i&M*t$(;:#jIi$ 
IlTl^o 3KBj*fCtt PPAR0©£3fl«JjK*lCO^Ttt^g§'C 

<fc£ 0 PPARr liJUJftMfciSsm ut ^xmffiMmoftibizms u 

T ^ S (J. Lipid. Res., 37,907) o ClCD*£tC PPAR ©§7-f V 
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X. PPARa <D y y £7<^ h v £ X liflQtft C # ^ ffi * MJK ifil& * 
*> ( J.Biol. Chea., 1998, 273, 29577), PPAR a ©rSft-fb i: Jfil*S§H(zi 
-7J> C*£ 3|5 cfc % MWb tflLl!E.lnf%%k £ 1/Tli7 7 5 — \* & z. 

uvvw v >(D3im%m&ftm$}* ppart t-& 

»)> C*l&©IS*&tt PPAR7©lE^*ttfc£Ji*3*3****Jl!l!UT 
^ 5 ( Endocrinology. , 1996, 137. 4189, Cei7. , 1995,83, 803, 
Cell., 1995, 83,813) . ft o T > PPARy ©(E9fittfl2 * £ 

ppARrrss^b^j (rrf-7>h) itmmi&Tmtbxmmx&Zo 
Kbv\zmxttm®®mmiz®tz®mz%zzt, ppAR^ict h 

0 PPAR U # > K LTilgig^Ut h PPAR £ fS^-fb U 7 £ 4b£«5 

* #j si t z m ifi x g n « « sb x » a *j & ^ * - x a t ct 5 ifli m <s t 

PPAR a<D ') iJ> K LT PPARalC#*£$ftJt4£*r-ri><b£tlK 
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Ii77 + h* >R©ttaf»T* 5 LTB 4 CDftfe (C h ^ D-AP-450 tZJ: 
£®fb IT4 l; 5 HETE( b KD*S/x-fatfx h 7 x >^)^ 
HEPE( tfD*^i-f3^^>^i>|)Boj^ 3 *;o, 

8- HETE> 8-HEPE ^t s Wi^^tiX^^ 2> (Proc. Natl .Acad. Sci . ,19S7 
312)o L*> LCiifeOrtHttO^ttWJBJieRRilKtttf^ifflgfc^fls 

©8t{&flfiirt;£%l£ tTli#HBa 55-22636 9 % ttRBB 60-51189 
#§§B8 61-85372 "t, #^BS 61-286376 * % 1-131169 ^ % ft 

Hl¥ 2-83384 # x «f n ¥ 5-213913 ^ 8-333355 

9- 48771 ft&3¥ 9-169746 3 - □ y ^ftft&HJ|g 0441605 ^ N 
tf0-92/07839^©^Z V 'J >-2,4-y * f> tlX ^ 

PPAEaflsttftffl LX l> £fts*3?(Cg| It li N W0-97/25042 

W0-97/36579 ^3? #|g£ $ tLT ^ 5 £ ft 6 (i fBJ ft $ % BJJ 

3£S^$3&©H&;{) s Bgf*:±Mi;ft? ^5, 

* bjj © n ^ 
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tui3-jRS(i)t*^r li^ ^ ii,6©Rtt«:fiaf^ tie, os^^tif 

* 8 m IZ J: *itt±K -Aft 5S ( 1 ) T- & 5 fls £ «9 &W X « & T © £ & t 

«fc *>mmt 5: £#T*t Do 



HO-VVYVo 
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r*;u^*->;u*©fii6;tt»#«j UTttKttflifcK it ft ft « % 
ft^ h »J £ AOct 3 StT^u* y £JI*^ft$i> *Rft* h 'J * A© 

«fc9 KTfrjJ V&Mfomitm, S1*'J!>A*(07^A 'J &JBMR 
£(4##£TtCf||i5f-5£#T- * So 

£;w#>&©£ £T-£jfo£fT-5®£(ci4Jgftp< u > s * u □ * 

t^* y &jR*«ft*K y £ u^OTJVti y x 

SDffJ i: t T 14 ftFD + «>^>^h'j7y-;K 1 K o dp ^ 
* >--f S K-*> 3,4-5? t KD-3-t K D**>-4-**V -1,2,3-^ > 
*J h y T'yv***!/ 6ft*. RjfcMfc LTtt-20'C*»& 100'CK 



WO 01/14350 



PCT/JPOO/05520 



7 

{mum i ) 

AMf2-e u ^lij ?-;n-5-f(2.4-y * vf7 2 !i ^ >-5-^ n^Llf: 

5-[(2,4- ^ ^ + V f 7 y U J? >-5-^ *-;P]-2-* h ^ri/$Ii8 

(282mg,1.00mmol) s 2-t3'J ;i/7 ^ > (1 14mg,105mmol) N l-[3-(i? * 
?)l/T$S)7n\Z)l ]-3- x. f- )\, j] ;u # V 4 * K lg K £ 
(230mg,l-20mmol)SU c N,N-i/ * L7 X K (5ml) £*g£U 

5.5 B#fWti#&-Bfc;teBU*:o £J6*fc* Sin* 

V - h U il/CtSSSt, 73.7mg(20%)©^S<b^tJ«:^ei^ai: 

1ft £ 196.0- 197.0°C; 
St*##fffi m/z371(M + ); 
7E*#*ftt(%) C u H 17 N 3 0 4 S: 

C, 58.21; H, 4.61; N, 11.31. 
HfcHE(%) C, 57.98; H, 4.56; N, 11.40. 

(mmm 2-4) 

(fSJKfll 2) 

AT-f(3-£ U Oil* f-;i/l-5-f(2,4-v *j£22-±X2l ^ 2 >-s-4 )±l* ± 
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225.0- 226.0°C; 
Bft##ftil m/z371(M + ); 
7tmftVtM(%) C 18 H, 7 N 3 0 4 S: 
«•*«(%) C, 58.21; H, 4.61; N, 11.31. 
£iHtt(%) C, 58.29; H, 4.57; N, 11.44. 

(ftJfiflJ 3) 

iSJ^ 214.0~215.0°C; 
M*##ffii m/z371(M + ); 
7cH^#fiiS(%) C 1S H 17 N 3 0«S: 
tHltt(%) C, 58.21; H, 4.61; N, 11.31. 
$kmfe(%) C, 58.08; H, 4.59; N, 11.38. 

(mmm 4) 

N-(t/ 2 p ^ * * f ;i/)-5-f(2.4- v a * v ^ 7 2 u y > -s-w ;n * 

m& 181.0~182.(PC; 

WMfttffc m/z 376(M + ); 

7t2S##fffi(%) C„H 24 N 2 0 4 S: 

ft j?ifi(%) C, 60.62; H, 6.43; N, 7.44. 

nMfe(%) C, 60.61; H, 6.41; N, 7.49. 

(Kit 01 1) 
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MM 

m m m m m * m % u tz * j& ma ar § io%# tr H am ' S f- 12 $ m 1 1 

ft* Lfc CHO flHflSlC, gS©fe?Sf© DNA i^^^^iih h ^ 
PPAR 7 © U h*^^^^(5iocAemjjrry,1993,22,5598)i:CDSj! 

(STRATAGENE F*3 SBH ^ffl © £ ^ 7 h ^> 7*- -t? 7 7 7 * 

K(Promega 'J 7 * 7 h /> * XCttilttlCtn h 7 > 

7 7 1 7 3 > Lfco €OSfc«tfc'fb^«lSV*fffi'fb^4» ( PPAR y 
<DftMM®£ It hDyj^y>SUttt^'J^y>, PPAR a o 
WRSHtti: UT(8S)-HETE ) £ DMSO .£ $g U DMSO 

# o.oi%£&3J; 7 CSMJ&B&Nt* L £ *J&JfcifiiiS £ io%^ti 

Ham's F-12*Jt"C SIS? 24^M^(C CAT rSttJR £ 

(St 1) 
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EC 50 (^unol/l) 


EC 60 (nmol/l) 
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0. 353 


0. 30 
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0.42 


0. 96 
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0. 235 


0.14 
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0.30 


0. 23 






1.15 






0. 72 


(8S)-HETE 


1.30 





cn?>**B^©<b^tiii, t h ppar ic*ri-sf£ifrT£££*rf * 

IAS. 
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